Dear Editor,

Pleomorphic adenoma (PA) is the most common tumor of salivary glands. Among all salivary gland tumors, benign Metastasizing Pleomorphic Adenoma (MPA) constitutes an extremely rare group of tumors. Histologically, MPA cannot be differentiated from a benign PA as it consists of both epithelial and mesenchymal benign elements. The malignant, aggressive entity of MPA can manifest as local or distant metastasis or both. The WHO defines MPA as a "Histologically benign pleomorphic adenoma that inexplicably manifests local or distant metastasis."\[[@ref1]\] The most common site of metastasis was bone (45%), followed by head and neck (43%), lungs (36%), and abdominal viscera (10%). Within the head-and-neck area, only 17% of the cases metastasized to regional lymph nodes.\[[@ref2]\]

We had two cases of MPA at our hospital which we have studied in detail. One case was a recurrent palatal PA with lymph nodal metastasis. The second case was a long-standing PA (10 years) of submandibular gland with metastasis to nasopharynx and infratemporal fossa. We believe this is the first case of PA with metastasis to nasopharynx and infratemporal fossa. This case also presented with papillary carcinoma thyroid. There are no prior cases reported in which MPA is found to be synchronous with papillary carcinoma thyroid. We managed these cases surgically and advised for postoperative radiotherapy only in recurrence case.

A 60-year-old female presented to the Outpatient Department with a large left-sided submandibular swelling measuring 17 cm × 10 cm × 8 cm for 10 years. To begin with, the onset was insidious, and the swelling was small like a lemon as described by the patient and it progressed gradually without causing any discomfort to attain the present size \[[Figure 1](#F1){ref-type="fig"}\]. In contrast-enhanced computed tomography, we could see further swellings in the thyroid and in the nasopharynx \[[Figure 2](#F2){ref-type="fig"}\]. Positron-emission tomography (PET) scan was advised, which showed multiple uptakes in the neck \[[Figure 3](#F3){ref-type="fig"}\]. Fine-needle aspiration cytology from the submandibular swelling and thyroid swelling was done which showed mixed salivary gland tumor and papillary carcinoma, respectively. Nasal endoscopy showed a mucosa-covered bulge present in the left lateral wall of the nasopharynx, and the lesion was biopsied. Biopsy showed mixed salivary gland tumor similar to the submandibular swelling. She was diagnosed as MPA of the submandibular salivary gland with papillary carcinoma of the thyroid \[[Figure 4](#F4){ref-type="fig"}\].

![Clinical photograph of both the cases](SAJC-8-126-g001){#F1}

![Computed tomography images showing mass in the nasopharynx and submandibular region](SAJC-8-126-g002){#F2}

![Positron-emission tomography-computed tomography showing uptake in the left nasopharynx, left infratemporal fossa, and right thyroid lobe](SAJC-8-126-g003){#F3}

![Histopathology of pleomorphic adenoma and papillary carcinoma of thyroid](SAJC-8-126-g004){#F4}

All the lesions were accessible, and the patient was treated surgically. Total thyroidectomy was performed for papillary carcinoma thyroid. Submandibular gland excision was done with nodal clearance. The metastatic lesion in the nasopharynx and in the infratemporal fossa was excised by the maxillary swing approach. Histopathology findings correlated with preoperative diagnosis. Radioactive iodine isotope scan was performed after 1 month which showed no uptake. She was disease free at 1-year follow-up.

A 63-year-old male presented to the outpatient department with swelling inside the left side of the oral cavity for 1 year which was gradually increasing in size \[[Figure 1](#F1){ref-type="fig"}\]. The patient also had swelling on the left side of the neck for the past 8 months. Wide local excision of the palatal mass was done 10 years before for benign PA.

On examination, there was a 4 cm × 3 cm, mucosa-covered bulge seen on the left side of the soft palate and a 2 cm × 2 cm, mobile, firm, nontender mass on the left submandibular region \[[Figure 5](#F5){ref-type="fig"}\].

![Magnetic resonance T1-weighted imaging with Gadolinium Contrast Media (GADO) contrast coronal view showing heterogeneous soft tissue in the left soft palate and submandibular region](SAJC-8-126-g005){#F5}

He underwent transoral excision of the palatal mass and left selective neck dissection (Levels 1, 2, and 3). Frozen section done from the left submandibular region\'s lymph node came as a benign tumor. Histopathology was suggestive of MPA. He was advised for postoperative radiotherapy and was disease free at the end of 6-month follow-up.

Malignant transformation of PA can occur in three forms namely carcinoma ex-PA, carcinosarcoma, and MPA. The occurrence of MPA is extremely rare, accounting for 1% of all malignant PAs.\[[@ref3][@ref4]\] Knight and Ratnasingham\'s review found that the mean age at presentation of PA is before the fifth decade with slight female predominance, and presentation at a younger age could be a risk factor for developing MPA. In contrast, our both cases of MPA presented at their sixth decades.\[[@ref5]\] Approximately 70% of MPA arise from primary parotid adenoma,\[[@ref5]\] but both the cases reported here are of nonparotid origin. The parotid gland is the most common site for PA, so this could be related with the high occurrence of MPA in the parotid gland.

Recurrent disease, incomplete surgical excision, tumor spillage, and enucleation are considered the predisposing factors for developing MPA. Almost 73% of the reported cases of MPA had a history of local recurrence, with 37% of them demonstrating multiple relapses. It is strongly believed that surgical manipulation may permeate the tumor cells through lymphatic or venous access, promoting the hematogenous spread of a cytologically benign tumor.\[[@ref5][@ref6][@ref7]\] At present, there are no well-established pathological parameters that may predict metastatic potential for PA. Nouraei *et al.* analyzed the histological features of malignancy, including increased mitotic activity, areas of necrosis, infiltrative pattern, and cellular atypia, but not identified in any of the primary lesions or distant metastases.\[[@ref2]\]

Many studies have been reported to identify the genetic rearrangement in MPA by karyotypic chromosomal analysis and fluorescent *in situ* hybridization, but none of the studies showed positive results.\[[@ref8][@ref9]\] Even as of date, the pathological changes in PA are enigmatic and challenging to pathologists.

Surgical excision with clear margins is the treatment of choice, but overall survival depends on the metastasis. The percentage of patients dying of metastatic disease is quite high and stands at 22%.\[[@ref2][@ref5][@ref10]\] As per literature, primary radiotherapy and chemotherapy has no role in treating MPA but could be tried in unresectable diseases. We have not advised radiotherapy for our primary case in view of complete tumor excision. Still, the role of radiotherapy in primary cases without previous surgery is controversial and can be reserved if they develop recurrence in future. Adjuvant radiotherapy was given for revision case to prevent the local recurrence after surgery.

Some studies showed the role of postoperative radiotherapy in order to prevent possible distant spread with positive results, but limitation is the follow-up. Long-term follow-up is required to assess the role of radiotherapy in primary as well as revision MPA cases.\[[@ref11][@ref12]\] The presence of metastases in multiple locations and the occurrence of metastasis within 10 years of initial presentation are the poor prognostic factors. The 5-year disease-specific and disease-free survivals were 58% and 50%, respectively.\[[@ref2][@ref13]\]

One of our cases had papillary carcinoma of thyroid synchronously which was picked up in PET scan. Onitsuka studied that papillary carcinoma of the thyroid gland and PA of the parotid gland were positive for estradiol but not for testosterone or dihydrotestosterone receptors. He hypnotized that estradiol may exert an influence on the development of papillary carcinoma of the thyroid gland and PA of the parotid gland.\[[@ref14]\] Glas *et al.*\'s study showed that the expression of progesterone receptor may be a prognostic factor for PA recurrence.\[[@ref15]\] We need further studies about the role of hormonal receptors in tumor occurrence.

Metastatic PA is a very rare tumor of salivary glands. We have reported the first case of nasopharyngeal and infratemporal fossa metastasis. There are no pathological criteria to diagnose the disease, and incomplete surgical excision is a strong risk factor. Metastasectomy plays a major role in the treatment outcome. The role of radiotherapy as an adjuvant in primary cases needs to be evaluated. The role of hormonal receptors needs to be studied to improve the prognosis of the disease. In view of rarity, tumor behavior and follow-up have to be documented to form a treatment protocol.
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